Serial No. 09/702,944 
.Filed: October 31, 2000 



REMARKS 

Claims 1-31 were pending in the subject application. 

Claims 12, 19-21, 25, 28 and 29 stand withdrawn from consideration. 

Claims 1-11, 13-18, 22-24, 26, 27, 30 and 31 stand rejected in the previous final 
office action dated October 25, 2002. 

Claims 10-13, 19-21, 24, 25, 28 and 29 are canceled without prejudice or 
disclaimer of subject matter. 

Claims 1-4, 14, 26, 27 and 30 are hereby amended. 

Claims 1-4, 14, 26, 27 and 30 are amended to comply with, without acquiescing to, 
the election requirement made final by the Examiner. Additionally, claim 1 is amended to 
introduce the definition of "substituted" from the specification into the claim, thereby 
rendering moot the Examiner's rejection of the claims under 35 USC 112. No new matter 
is added. 

Applicants thank Examiner Morris for returning the telephone messages of 
Applicant's agent to request an interview. The Examiner's refusal to grant Applicants an 
interview after-final prompted a second response after-final, which was solely directed to 
placing the application in better condition for appeal, requiring only a cursory review by 
the Examiner. However, the Examiner did not enter the amendment either when filed or 
at the time of filing an appeal. Consequently, Applicants find it necessary to file the 
accompanying RCE in order to a) have the amendments considered, and b) place the 
application in better condition for appeal. 
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Advisory Action 

While rendered moot by the filing of the accompanying RCE, Applicants present 
the following comments with respect to the Advisory Action, Paper No. 20, mailed March 
19, 2003. 

In the Examiner's communication dated March 19, 2003, the Examiner indicated 
that the proposed amendments to the claim would not be entered (even upon the filing of 
an appeal) because there was no convincing showing under 37 CFR 1.116(b) why the 
proposed amendment was necessary and was not earlier presented. Applicants 
respectfully submit that 37 CFR 1.116(b) has no such requirement. While 37 CFR 
1 .1 16(c) does have such a requirement, the requirement does not appear to apply when 
the amendment merely cancels claims, adopts examiner suggestions, removes issues for 
appeal, or in some other way requires only a cursory review by the Examiner. See MPEP 
714.13. Applicants respectfully submit that failure to enter Applicants amendment dated 
January 24, 2003 was thus improper. 

The Examiner stated that the proposed amendments to the claim would not be 
entered (even upon the filing of an appeal) because allegedly new issues were raised that 
would require further consideration and/or search. Applicants do not understand the 
basis for this refusal to enter the proposed amendment inasmuch as the amendment 
merely addressed the issues presented by the Examiner with respect to the restriction 
requirement and the rejection under 35 USC 112. However, even in Applicant's attempt 
to clearly point out this fact, the Examiner continued to refuse entry of the amendment 
after-final, thus necessitating the present RCE filing. 
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The Examiner also indicated that the proposed amendments to the claim would 
not be entered (even upon the filing of an appeal) because they would not place the 
application in better form for appeal by materially reducing or simplifying the issues for 
appeal. Applicants respectfully submit that the amendment's focus was merely to place 
the application in better form for appeal by rendering moot the restriction requirement (via 
claim cancellation and amendment) and addressing the issue under 35 USC 112 (by 
adding the specification definition of "substituted" into claim 1). No amendments 
addressing the merits of the issues under 35 USC 102 or 35 USC 103 were presented. 

The Examiner noted in the advisory action that "Applicants have FAILED to show 
any unobvious or unexpected results." (emphasis in original) Regardless of the merits of 
any showing of unexpected results, Applicants respectfully submit that entry of the 
amendment as placing the application in better condition for appeal is unrelated to the 
merits of arguments addressing unobviousness. Again, the refusal of entry of the 
amendment after-final, attempting to reduce issues for appeal, has necessitated 
Applicant's accompanying RCE filing. 

As noted above, the above comments are moot in view of the present RCE filing. 
However, Applicants wish to make clear the record with respect to the reasons behind the 
present status of the case. 

Election / Restriction 

In the spirit of compact prosecution, without acquiescing to the merits of the 
present requirement for restriction and election of species, Applicants have amended the 
claims, as suggested bv the Examiner , without prejudice or disclaimer of the subject 
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matter so canceled. Applicants retain the right to file divisional application(s) on the non- 
elected invention(s). 

Claim Rejections - 35 USC 112 

Claims 1 and 2 stand rejected under 35 USC 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to enable 
one skilled in the art to which it pertains to make and/or use the invention. More 
specifically, the Examiner objects to the use of the expressions optionally substituted and 
substituted in the claims. 

While not acquiescing to the merits of the rejection, Applicants have amended 
claim 1 to recite the specific substituents possible for the R 3 group, as described in the 
specification at pages 3 and 4. For this reason, reconsideration and withdrawal of the 
rejection of claims 1 and 2 as being rejected under 35 USC 112, first paragraph, is 
respectfully requested. 

Claim Rejections - 35 USC 102 

Claims 1-11, 13-18, 22-24, 26, 27, 30 and 31 stand rejected under 35 USC 102(e) 
and/or (f) as being anticipated by Hayase et al. (US 6,300,353). The Examiner urges that 
the reference specifically recites the instant compound. Applicants reiterate the 
arguments of record (although not previously 'entered'), thereby preserving the issues to 
be determined should Applicants appeal any finally rejected claim. 
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The instant claims are drawn, inter alia, to compounds having a structure 
substantially different from those disclosed in Hayase. The instant claims are drawn to 
compounds falling into the class of compounds known as carbamates (RR'NCOOR"). In 
contrast, Hayase discloses only substituted benzyl groups attached to the triazole. Thus, 
there is neither any teaching nor and fair suggestion of any carbamate-like compounds in 
the Hayase patent. Furthermore, Hayase teaches only a benzyl group attached to the 
triazole ring. In the present invention there cannot be a benzyl group attached to the 
triazole. 

The patent statute, under section 102 of 35 U.S.C., states, "A person shall be 
entitled to a patent unless - the invention was (emphasis added) The statute requires 
the Examiner to compare the invention claimed by the Applicants to the prior art. 

The compounds disclosed in Hayase clearly do not anticipate the compounds 
instantly claimed. The compounds instantly claimed are structurally different from those 
disclosed in Hayase. In efforts to better understand the Examiner's grounds for rejection, 
Applicants look toward the case law cited by the Examiner in her 102(e)/1 02(f) rejection 
(Marion Merrell Dow Inc. v. American Cvanamid Co. . 36 USPQ2d 1036). The Dow case, 
however, is inapposite to the instant application. 

Dow is a case that asks whether a diltiazem precursor produced by a patent 
process is "materially changed" or converted to "trivial and nonessential component of 
another product" within the meaning of 35 USC 271(g) (the "importation" statute) on a 
question of patent infringement. Section 271(g) pertains to infringement of a process 
patent. See Eli Lilly & Co. v. American Cvanamid Co. . 82 F.2d 1568 (Fed. Cir. 1996) for a 
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discussion of this statue by the Court of Appeals for the Federal Circuit. Section 271 (g) of 
35 U.S.C. states, 

(g) Whoever without authority imports into the United States or offers 
to sell, sells, or uses within the United States a product which is made by a 
process patented in the United States shall be liable as an infringer. ... A 
product which is made by a patented process will, for purposes of this title, 
not be considered to be so made after (1) it is materially changed by 
subsequent process; or (2) it becomes a trivial or non-essential component 
of another product. 

The Examiner has pulled a quote, out of context, and has attempted to apply that 
statement to the instant case. More specifically, the Examiner states that "The precursor 
and final product are not different products, regardless of differences in their activity and 
efficacy" Office Action, at pages 3 and 4 (quoting Dow , 36 USPQ2d at 1039). This 
statement was true in the Dow case, when looking at the precursor and final product 
under the standards of infringement under 35 USC 271(g). The Dow case has no 
relevance whatsoever on issues of patentability, especially those which present 
themselves in the instant case. 

Applicants are not blind, however, to the Examiner's perspective. It appears the 
Examiner has an issue with the fact that, in plasma, the carbamate compounds of the 
present invention convert into azole compounds, such as (2S, 3R)-3-[4-(4- 
cyanophenyl)thiazol-2-yl)]-2-(2,5-difluorophenyl)-1-(1 H-1 ,2,4-triazoM-yl)-butan-2-ol. See, 
for example, Table 2, bridging pages 32 and 33 of the specification. Some of these azole 
compounds are known in the art. The (2S, 3R)-3-[4-(4-cyanophenyl)thiazol-2-yl)]-2-(2,5- 
difluorophenyl)-1-(1H-1,2,4-triazol-1-yl)-butan-2-ol compound is, for example, disclosed in 
the Hayase patent. 
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Neither the patent statute nor any case law known to Applicants has stated that a 
claimed compound may be anticipated by a known metabolite thereof. Patents are 
frequently granted on pro-drug compounds. A quick search of the patent database found 
several issued patents that are pro-drugs of known pharmaceuticals (see, for example, 
U.S. patent nos. 6,407,235; 6,271,212; 5,696,126; 5,561,122; and 5,529,989). Pro-drug 
forms of known compounds are often invented to improve solubility, enhance delivery, or 
provide less toxic side effects. To deny patent protection on these novel chemical entities 
called "pro-drug compounds" would stifle the very inventiveness that provides these 
improvements, thus creating a patentability standard that flies in the face of the purpose 
of the patent system, which is to promote the progress of science. 

The Umeda Declaration 

While Applicants respectfully submit that the above arguments clearly render the 
present claims neither anticipated nor obvious over Hayase, Applicants have gone further 
by previously supplying a declaration of Isao Umeda. The Umeda declaration shows that 
the antigenicity of the N-substituted carbamoyloxyalkyl-azolium derivatives of the present 
invention is negative while the antigenicity of the corresponding compounds of Hayase is 
positive. 

In response to this declaration, the Examiner states that the declaration is of little, 
if any, probative value because it fails to include the final product and the elected 
compound. This statement is technically and legally incorrect. As to the elected 
compound, compound 2 of the declaration is clearly within the scope of compounds of the 
pending claims, as amended. As a matter of fact, compound 2 is the exact compound 
elected in Paper No. 6 on January 14, 2002. As to the 'final product', Applicants are 
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assuming that the Examiner is referring to a product obtained from the contact of the 
claimed compound with plasma. However, this 'final product 1 is not claimed. The 
Examiner urges that the claims are directed to using the instant compounds for the 
treatment of fungicidal infections. Claim 31 is the only claim so drawn. The majority of 
the claims are drawn to compounds . The declaration is used to show unexpected results 
obtained with the compounds of the present invention as compared to the closest 
compound disclosed by Hayase. Therefore, Applicants respectfully submit that the 
Umeda declaration clearly includes the compounds as instantly claimed. 

Finally, the Examiner states that the declaration is silent as to whether the 
compounds treat any fungal infection. Applicants have shown an unexpected decrease in 
toxicity from the compounds of Hayase to those of the instant invention. Unexpected 
results do not have to be shown in the method of treatment. As noted above, many pro- 
drugs are developed not only to enhance efficacy, but also to improve solubility and 
decrease toxicity. A showing of unexpected results in any aspect of the compounds is 
nonetheless a showing of unexpected results. 

For the totality of reasons outlined above, the pending claims can not be 
anticipated by the Hayase patent. Reconsideration and withdrawal of the rejection of 
claims 1-11, 13-18, 22-24, 26, 27, 30 and 31 as being anticipated under 35 USC 
102(e)/(f) is respectfully requested. 

Claim Rejections - 35 USC 103 

Claims 1-11, 13-18, 22-24, 26, 27, 30 and 31 stand rejected under 35 USC 103(a) 
as being unpatentable over Hayase in view of Hudyma et al. and Davidsen et al. 
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Applicants reiterate the arguments of record (although not previously 'entered'), thereby 
preserving the issues to be determined should Applicants appeal any finally rejected 
claim. 

At the outset, the Examiner states that Hayase discloses the final product having 
the same use. For the reasons set out in great detail above, Applicants respectfully 
submit that Hayase neither teaches nor fairly suggests the compounds as claimed . 
Hudyama is relied upon to teach that analogous amine salts of triazoles similar to those 
claimed, and Davidsen is relied upon to teach that pyridine salts are known to be 
extremely soluble. None of the cited references teach or fairly suggest the compounds as 
claimed . 

To establish a prima facie case of obviousness of a claimed invention, all the claim 
limitations must be taught or suggested by the prior art. In re Rovka . 490 F.2d 981, 180 
USPQ 580 (CCPA 1974). "All words in a claim must be considered in judging the 
patentability of that claim against the prior art." In re Wilson . 424 F.2d 1382, 1385, 165 
USPQ 494, 496 (CCPA 1970). As discussed above, Applicants know of no statute of 
case law that supports the proposition that a novel compound that metabolizes in the 
body to a known compound is anticipated or rendered obvious by that known compound. 
Thus, the current record does not support a prima facie case inasmuch as there is no 
showing in the record that all the limitations of the claim are taught or suggested by the 
prior art. 

For these reasons, Applicants respectfully request reconsideration and withdrawal 
of the rejection of claims 1-11, 13-18, 22-24, 26, 27, 30 and 31 as being unpatentable 
under 35 USC 103(a). 



21 



Serial No. 09/702,944 
. Filed: October 31 , 2000 



Conclusion 



In summary, Applicants respectfully submit that the instant application is in 
condition for allowance. Early notice to that end is earnestly solicited. 

If a telephone conference would be of assistance in furthering prosecution of the 
subject application, applicants request that the undersigned be contacted at the number 
below. 

No fee is required in connection with the filing of this Amendment. If any additional 
fees are deemed necessary, authorization is given to charge the amount of any such fee 
to Deposit Account No. 08-2525. 



Respectfully submitted, 




Lyman H. Smith 
(Reg. No. 44,342) 
340 Kingsland Street 
Nutley, New Jersey 07110 
Telephone: (973)235-3916 
Telefax: (973) 235-2363 
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